All solvents and reagents were purchased from commercial resource and used without further purification. All 1 H NMR, and 13 C NMR spectra were recorded either using a Varian Mercury 400 plus (NMR-A) or a Bruker 400 UltraShield TM, Advance (NMR-B) at ambient temperature. Chemical shifts are expressed in parts per million (ppm, δ units).
General procedure for Suzuki cross-coupling
A mixture of a substituted aryl iodide (1.0 equiv), boronic acid or ester (1.5 equiv), Cs 2 CO 3 (1.5 equiv) , and Pd(PPh 3 ) 4 (0.05 equiv) in DMA was heated at 70 ºC overnight. The reaction was monitored and analyzed by an LC-MS system. The reaction mixture was then diluted with ethyl acetate and washed with H 2 O (2x) and saturated NaCl (1x). The organic layer was dried over MgSO 4 , filtered, and the solvent was removed in vacuo. The crude product was purified by silica gel column chromatography using the Combi-Flash system (Hex:EtOAc) as needed.
General procedure for reductive amination
To a solution of the desired aldehyde (1.0 equiv) in anhydrous DCM, was added amine (1.0 equiv) followed by a few drops of glacial acetic acid. In most cases, 2 to 3 drops of acetic acid is enough. However in some instances a 5-10% acetic acid as cosolvent is necessary to obtain product or to improve the product yield. The reaction was then allowed to stir for 10-20 minutes before addition of Na(OAc) 3 BH (1.2 equiv). The reaction mixture is then allowed to stir at room temp overnight. The reaction was diluted with ethyl acetate and washed with H 2 O (2x) and saturated NaCl (1x). The organic layer was dried over MgSO 4 , filtered, and the solvent was removed in vacuo. The crude product was purified by silica gel column chromatography using the Combi-Flash system (Hex:EtOAc) as needed.
General procedure for hydrolysis of methyl ester
To a solution of methyl ester (1 equiv) in the mixture of THF/MeOH (4/1) added LiOH water solution (2M, 20 equiv) and the reaction was stirred at rt for 2-6 hours. Upon the completion of the reaction, removed the organic solvent and diluted the residue with water. Filter out any insoluble substance and added 1N HCl to adjust the pH of filtrate to 3-5 so that the final compound can be precipitated out. Either extraction of filtrate using organic solvent or centrifuging the filtrate gave the pure final compound.
General method for HATU amide coupling
To a solution of HATU (1.1 equiv) in dry DMF or CH 2 Cl 2 /DMF was added carboxylic acid (1.0 equiv) and the desired amine (1.1 equiv) followed by diisopropylethylamine (DIPEA) (5 equiv). The reaction mixture was stirred at rt for 2-18 hours and monitored by LC-MS. Upon the completion of the reaction, the organic solvent was removed. The residue was then redissolved in a mixture of water and DMSO and was purified on reverse-phase preparative HPLC to give desired product.
Methyl 3-formyl-5-(6-methoxypyridin-3-yl)benzoate (9)
The title compound 9 was obtained from commercial available starting material 6 and (6methoxypyridin-3-yl)boronic acid through Suzuki reaction as an orange solid in 56% yield. 1 165.8, 164.2, 145.7, 139.2, 138.4, 137.7, 132.4, 132.2, 131.9, 128.7, 127.8, 111.3, 53 .9, 53.1.
Methyl

3-iodo-5-((4-(N-(5-methyl-1,3,4-thiadiazol-2-yl)sulfamoyl)phenylamino)methyl)benzoate (5c)
The title compound 5c was obtained from commercial available starting material 6 and 10 through reductive alkylation reaction as off-white powder in 99% yield. 1 
Methyl
3-(6-methoxypyridin-3-yl)-5-((4-(N-(5-methyl-1,3,4-thiadiazol-2yl)sulfamoyl)phenylamino)methyl)benzoate (5d)
The title compound 5d was obtained from compound 9 and commercial available starting material 10 through reductive amination reaction as white solid in 80% yield. 1 4, 166.5, 163.9, 154.2, 152.0, 145.4, 141.7, 138.2, 138.1, 131.1, 130.6, 128.7, 128.4, 128.1, 127.0, 125.9, 111.8, 111.2, 53.8, 52.7, 45.9, 16 .5. HRMS (M+H) + calcd for [C 24 H 23 N 5 O 5 S 2 + H] 526.1214; found 526.1215. 6, 163.8, 154.2, 152.1, 145.3, 141.4, 138.2, 137.9, 132.3, 130.2, 128.9, 128.3, 128.1, 127.3, 126.1, 111.8, 111.2, 53.8, 46.0, 16.5 
3-(6-Methoxypyridin
N-Isopentyl-3-(6-methoxypyridin-3-yl)-5-((4-(N-(5-methyl-1,3,4-thiadiazol-2yl)sulfamoyl)phenylamino)methyl)benzamide (5b)
The title compound 5b was obtained from compound 5e and commercial available starting material 3-methylbutan-1-amine through HATU coupling reaction as white powder in 31% yield. 1 1, 145.3, 140.9, 138.1, 137.5, 136.1, 129.2, 128.2, 128.1, 128.0, 125.8, 123.8, 113.0, 111.8, 111.1, 53.8, 46.3, 38.6, 38.5, 38.1, 38.0, 25.8, 22.9, 16.5 (N-(5-methyl-1,3,4- 
N-(2-Fluorophenethyl)-3-(6-methoxypyridin-3-yl)-5-((4-
thiadiazol-2-yl)sulfamoyl)phenylamino)methyl)benzamide (5a)
The title compound 5a was obtained from compound 5e and 2-(2fluorophenyl)ethanamine through HATU coupling reaction as white powder in 31% yield. 1 (N-(5-methyl-1,3,4-thiadiazol-2- 
yl)sulfamoyl)phenylamino)methyl)benzoic acid (5h)
The title compound 5h was obtained from compound 5c and benzo[d] [1, 3] dioxol-5ylboronic acid through Suzuki coupling reaction as white powder in 93% yield. 1 (N-(5-methyl-1,3,4-thiadiazol-2- 
3-(2,3-Dihydrobenzo[b][1,4]dioxin-6-yl)-5-((4-
yl)sulfamoyl)phenylamino)methyl)benzoic acid (5g)
The title compound 5g was obtained from compound 5c and (2,3dihydrobenzo[b] [1, 4] 1, 128.0, 126.8, 125.9, 120.1, 118.1, 115.6, 113.0, 111.8, 64.6, 64.6, 46.0, 16.5 N-(2-fluorophenethyl)-3-(6-methoxypyridin-3-yl)-5-(((4-(N-methyl-N-(5-methyl-1,3,4-thiadiazol-2-yl) 
sulfamoyl)phenyl)amino)methyl)benzamide (5i)
The title compound 5i was synthesized following the procedures described below in Scheme S2
Scheme S2
Step1: preparation of Methyl 3-bromo-5-(hydroxymethyl)benzoate ( Step 2: Preparation of 3-Bromo-N-[2-(2-fluorophenyl) Step 3 Step 5: Preparation of 4-Amino-N-methyl-N-(5-methyl-1,3,4 Step 6 
